By F. PARKES WEBER, M.D.
ABSTRACT.-Idiosyncrasies are the expression of abnormal mental or physical reaction towards "agents." An attempt is made to indicate the position of idiosyncrasies in a classified scheme of all abnormalities; but bodily idiosyncrasies due to an " allergic" or hypersen8itive response to agents are mainly considered in the present paper. Migraine and mucous colic ("colitis mucosa ") are discussed in connexion with Freeman's view of food idiosyncrasies, hay fever, asthma, urticaria, angioneurotic cedema, &c., as manifestations of an " immunological abnormality or defect."
The hypothesis that idiosyncratic hypersensitiveness towards physical agents, such as light, heat, cold and mechanical trauma, may in reality be the expression of reaction towards a histamine-like body, or protein of some kind (virtually a " foreign protein ") liberated in the tissues by the physical agent in question, is referred to, according to the works of W. W. Duke and Sir Thomas Lewis and his co-workers, and the writings of Sir Humphry Rolleston on the subject. A somewhat analogous explanation is suggested for the following conditions: an abnormally hypersensitive (eczema-like) reaction towards formalin lotions; epiderntolysis bullosa; constitutional factitious urticaria in otherwise healthy individuals not suffering from ordinary urticaria; excessive liability to chilblains; so-called " erythrocyanosis " of the lower parts of the legs in girls and young women, and some cases of Raynaud's disease.
The significance of eosinophilia in cases of dermatitis herpetiformis and pemphigus is also alluded to. ALL idiosyncrasies, if sufficiently marked to deserve the name, are abnormalities, but not all abnormalities are idiosyncrasies. Abnormalities, congenital or acquired, may be divided into the following classes (1) Abnormalities in structure, that can be demonstrated by macroscopic or microscopic examination. This class can, of course, be subdivided almost to any length.
(2) Abnormalities that cannot be demonstrated by macroscopic or microscopic examination, but are manifested by abnormality in action, or in functional reaction towards an " agent."' This second class may be subdivided into: (a) Those in which the mind and central nervous system are concerned, which include congenital deficiencies in the special senses, cases of defect and peculiarity in the perception of mental and moral pains and pleasures, and intellectual and moral defects and peculiarities 'of various kinds and degrees ;2 (b) functional abnormalities in the vegetative nervous system (including exaggerated examples of so-called " vagotonia ") or in the endocrine system or in both; (c) metabolic abnormalities, including Sir Archibald Garrod's " inborn errors of metabolism " (congenital hbematoporphyrinuria, alcaptonuria, cystinuria, etc.); and lastly, (d) abnormal reactions of body or mind towards " agents " in otherwise normal individuals. The examples of this last subdivision may be termed idiosyncrasies, and it is practically in regard to these that my remarks at present will be confined.
It is true that the subdivisions of the above two classes may intermingle, and also that examples of combined congenital structural and congenital functional abnormalities are common, but for my purpose the classification is useful, though of course it must be remembered that congenital abnormalities in function are doubtless often in reality structural as well, though we cannot yet recognize the structural abnormalities in question. - 
IDIOSYNCRASIES.
In regard to mental idiosyncrasies it is almost certain that some have resulted from mental " complexes" and associations with subconscious recollections of disagreeable incidents in the past, but Sir Humphry Rolleston mentions 1 two patients, of whom Dr. Mackenzie Wallis told him, both of whom had an antipathy to cats, and in both of them skin tests showed abnormal sensitiveness to cat extract, and minute injections of that extract brought about de-sensitization, so that the antipathy disappeared. Abhorrence of cats is said to have been noted in, amongst others, Napoleon, Wellington, and Lord Roberts,2 and from a modern psychological point of view it would be interesting to know whether women show a horror of cats as often as men do. One would expect them more often to show a horror of big dogs, which are the special favourites of men. But this is quite uncertain.
Bodily idiosyncrasies, as distinguished from mental idiosyncrasies, are manifested by the occurrence of abnormal bodily reactions towards " agents," especially chemical -agents, such as drugs,8 foods, and minute quantities of " foreign proteins," in otherwise normal individuals. The abnormality in reaction may be due to excessive sensitiveness (" allergic" or " hypersensitive" response), or more rarely to abnormally slight sensitiveness, that is to say, excessive tolerance.! Abnormal tolerance may in many instances be acquired, as it is by all smokers towards tobacco (at least as regards ordinary smoking of tobacco), and by some towards alcoholic drinks, and, as it has been said, towards arsenic, by modern Styrian peasants. The acquisition of such (more or less marked) tolerance towards poisons is someti'mes termed " Mithridatism," after Mithridates the Great, King of Pontus (120-63 B.C.), who is said to have investigated it.' But I shall refer here only to idiosyncrasies manifested by hypersensitive or allergic response, which are better known and probably more important than those manifested by abnormal tolerance. The hypersensitive response may take the form of urticaria, cutaneous erythema, asthma, vomiting, diarrhoea, etc.
-Of idiosyncrasies due to hypersensitiveness, or allergy, in reaction, the most interesting are perhaps the examples of congenital origin. The characteristic of the beredity observed in regard to these idiosyncrasies is that in different members of the same family the manifestations of the familial hypersensitiveness may be quite I Sir Humphry Rolleston, Idiosyncrasies, London, 1927, p. 24. 2 Mentioned by various writers, including Gould and Pyle. Cf. F. Parkes Weber, Medical Press and Circular, London, 1920, clx, pp. 478-479. Unnatural fear of cats is referred to by Aristotle (Ethics, Book vii, Chapter 5), and fainting at the sight of cats is said to be mentioned by a French medical writer, Quercitanus (Joseph Duchesne), who lived about 1544-1609-I suppose in the section "on fear" in his Diaeteticon Polyhistoricon.
3 Naturally, what is spoken of as the normal action of a drug is, in most cases, in great part or entirely, what I have termed the normal reaction towards the drug, as I explained in regard to digitalis in my article in St. Bartholomew's Hospital Reports, 1903, loc. cit. 4 It is likewise possible that the abnormality in response may in some cases be a qualitative one rather than a quantitative one. 5 See F. Parkes Weber, "Active and Conservative Vital Reaction, especially in regard to Idiosynerasies," Clinical Journal, London, 1909, xxxiv, p. 175 . A superficial analogy may be drawn between physical tolerance towards foods and druigs, and mental tolerance towards exciting "agents." There are apathetic individuals who react no more than is absolutely necessary, and hypersensitive persons who are "touichy." Acquired mental hypersensitiveness is illustrated by persons with mental "complexes." different; in one member there may be hay-fever, in another asthma, in another tendency to migraine, and in another to a kind of eczema. The' manifestations in a single individual may be different at different periods of life, or one manifestation may'alternate with another during the same period. In a paper on the "Pathological Mechanism of the Asthma Syndrome," Dr. John Freeman l took as his subject the family of diseases of which asthma is such a conspicuous example. He says that the life history of an asthmatic patient frequently starts with food difficulties. There may, for instance, be difficulties in weaning. Special food idiosyncrasies may be accentuated to almost any extent and may persist through life. He says, however, that these often fade away, and in early school days there may be eczema, and then, perhaps, through early adult life, hay-fever, and in old age, bronchial asthma. An attack of eczema may, he remarks, alternate with headache, and asthma with angioneurotic cedema or urticaria.
In common, with various others, I think that angioneurotic cedema is similar in nature to urticaria, but I believe that in the former the process starts in the looser subcutaneous tissue, so as to give rise to a large subcutaneous swelling, whereas in urticaria the same process, starting in the cutis, can produce only an ordinary urticarial weal; the term "giant-urticaria " should be reserved for those cases in which an ordinary urticarial weal in the cutis spreads to the subcutaneous tissue, so as to-produce the more extensive swelling of angioneurotic cedema.
The Prausnitz experiment, referred to by Freeman, proves that these cases are really due to hypersensitiveness. Thus, blood-serum from a hay-fever patient may be injected into a normal man's skin, so as to sensitize the area injected towards pollen (which produces hay-fever). Then a local reaction in this sensitized area can be produced either by injecting pollen into the area itself, or by injecting pollen into the blood-stream, which carries it to the area in question and sets up the local reaction. A dose of pollen which, injected into the blood of a hay-fever patient is just sufficient to upset him, would probably not affect a normal man, even if a hundredfold increased. A normal man, says Dr. Freeman, after a week-end holiday in the country during the hay season will have sufficient pollen in his circulating blood to cause an urticarial reaction when a drop is injected into the skin of a hay-fever patient. I will no't attempt to discuss the various idiosyncrasies towards "foreign proteins," as manifested by hay-fever, asthma, urticaria, angioneurotic cedema, attacks of eczema, diarrhcea, vomiting, migraine, etc. According to Dr. Freeman (loc. cit.) the inherited factor that connects them is an immunological abnormality or defect. It is, therefore, analogous to the defect which makes some persons more liable to tuberculosis (and to a special local incidence of tuberculosis) than other persons.
The analogy of migraine with known allergic reactions has been much discussed.
Recently J. S. Diamond' examined thirty-five cases with cephalic and abdominal migraine symptoms, and the results of his examination indicated the presence of a functional abnormality of the liver (" dysfunction" of the liver, as he terms it). In 91 per cent. of these cases there was a " laten't icterus," with a retention of bloodbilirubin, equivalent to 1 to 5 Hijmans van den Bergh " units." The urobilinogen was also increased. As an explanation of these cases, which he classes under the heading "hepatic migraine," he suggests the inability of the liver to detoxicate putrefactive substances, that is say, putrefactive substances derived from animal proteins in the intestinal canal, and he attempts to explain the resulting symptoms as an allergic phenomenon, that is to say, an allergic reaction. He speaks also of beneficial therapeutic results obtained by abstinence from animal proteins, " changing the intestinal flora," and relief from spastic constipation.
In regard to food idiosyncrasies it should be remembered that enormous advances in recent times have been made in knowledge regarding allergy and hypersensitiveness towards " foreign proteins." Minute quantities of foreign fats and proteins are more than was formerly supposed taken up in an unaltered state from the alimentary canal into the blood-stream and tissues of the body (compare the results of tests by Abderhalden-like methods), and doubtless that is so in some individuals more than in others. Certainly also the degree of reaction to the same amount of foreign protein varies greatly in different individuals. It is quite natural, therefore, that occasionally -" Quod cibus est aliis, aliis est atre venenum" (I quote this in spite of the fact that in classical Latin the atre should be atrum, and then the hexameter verse would be spoiled)-or, " What's one man's poison is another's meat or drink." (Beaumont and Fletcher's Love's Cure, Act III, Scene 2.)
The so-called "colitis mucosa," or rather, "mucous colic," which especially affects women of nervous temperament, between the ages of 20 and 40 years, and which was formerly regarded as a secretory neurosis, just as asthma was supposed by some to be of only nervous origin, seems now to be still more analogous to asthma, inasmuch as it appears to be, like asthma, of allergic origin, due to hypersensitiveness towards certain foods. Treatment by the exclusion of the foods in question has led to excellent results in E. Hollander's hands'. Before leaving the subject of food idiosyncrasies I would suggest that writers on proposed " food reforms " may occasionally have been biased in their views and proposals by something like food idiosyncrasies in their own persons.
In regard to idiosyncratic hypersensitiveness towards physical agents," such as light, heat, cold and mechanical trauma, Sir Huumphry Rolleston 2 quotes W. W. Duke's hypothesis that the patient may be sensitive to a protein body (virtually a " foreign protein ") liberated from the cutaneous cells by the action of some physical factor, whether heat, cold, sunlight or mechanical trauma. Rolleston likewise quotes Sir Thomas Lewis and Grant's observations (supporting Duke's hypothesis) that mechanical and other forms of irritation normally liberate a histamine-like body from the cells of the skin, with resulting production of urticaria. Lewis (1927) concluded that the skin reactions produced by physical agents precisely resemble the anaphylactic skin reaction and that produced by injection of histamine-also that the liberation of the histamine-like substance is a fundamental factor in the anaphylactic reaction.
It has occurred to me that a special cutaneous hypersensitiveness, shown by an eczema-like reaction to formalin lotions in some persons, may really be due to local hypersensitiveness to protein substances produced by the action of formalin on the skin, rather than directly towards the formalin itself.
It seems to me also that the rare familial disease known as "epidermolysis bullosa" (formerly called " traumatic pemphigus," or "familial traumatic pemphigus ") may be partly explained in the same way. In this disease the bullae are excited by local slight mechanical trauma. One might suggest that the local allergic response to the slight trauma, which is manifested by the formation of a bulla, is due really to some chemical change set up by the trauma and resulting in the local formation of a (virtually) foreign protein. (Analogously the factitious urticaria so easily produced in most children with urticaria pigmentosa, and also in some apparently healthy individuals, might be regarded as the manifestation of an allergic local response to some substance set free by very slight mechanical traumata.) R. Pollard, in a paper on epidermolysis bullosa hereditaria in 1916 1 favoured the view that the lesions were due to local hypersecretion of serum, and that the disease was related to urticaria and angioneurotic cedema. P. Linser,2 in 1907, had suggested that the disease was a primary vasomotor neurosis, leading to necrosis, of which the disintegration products were locally irritating.
The general conclusion arrived at from the writings on eosinophilia-including both local (or tissue) eosinophilia and general (or blood) eosinophiiia-by E. Schwarz, Schlecht and Schwenker, Ahl and Schittenhelm, and Homma, is that it constitutes part of a general biological protective reaction of the body against foreign proteins and abnormal disintegration products of the body's own albumin8. Dermatitis herpetiformis and pemphigus are often accompanied by a high bloodeosinophilia, and this suggests at first sight that the vesicular and bullous lesions of these diseases might be allergic manifestations of reaction towards some "foreign protein." The high blood-eosinophilia in such cases may, however, only be due to absorption (from the lesions) of disintegration products, which, in regard to eosinophilia, might exert an effect similar to that of foreign proteins.
The above mentioned investigations of Sir Thomas Lewis and his co-workers regarding the local effects of traumata and physical "agents " on the skin throw a flood of light on various puzzling problems. They have shown that as the result of certain local physical stimuli or agents a histamine-like body may be set free in the tissues, giving rise to urticarial or other local reactions. Something of this kind perhaps takes place as the result of local exposure to cold in persons liable to chilblains, and it should be remembered that a chilblain-like reaction towards cold is so easily produced in some individuals as to constitute a real idiosyncrasy; the pinna, of the ears in such individuals are often especially involved.
There is no hard and fast line between chilblainy conditions, due to a truly idiosyncratic predisposition and frost-bites in normal individuals. Cases might be arranged in a series, at one end being those which are the expression of the reaction towards the almost overwhelming action of the physical agent (cold), at the otber end being those in which as an idiosyncracy there is a definitely abnormal reaction to relatively slight exposure to cold. In the latter cases one may well suggest that the local action of cold sets a chemical substance free in the tissues which brings about the turgid swelling and itching characteristic of chilblains, to some extent analogous to the local phenomena of urticaria and " serum-rashes." I would suggest that the erythematous or chilblainy condition of the legs in girls and young women which I have elsewhere discussed might similarly be explained as representing an abnormal reaction-that is to say, a reaction occurring only in abnormally predisposed or idiosyncratic subjects-towards the local application of cold, the local effects being favoured by the scanty clothing of the affected parts, in accordance with prevalent fashion.4 The condition in question is now being described on the Continent under the heading, erythrocyanosis crmrum puellaris frigida, but A. V. Karwowski 5 suggests that it -should be termed " erythrocyanosis crurum feminarum (frigida)," as it has been known to recur in middle age. Karwowski holds that cold to the legs and internal generative organs due to modern clothing plays an important part in the causation. I would, by the way, here note that I am sure those authors are wrong who assert that the condition never proceeds to definite thickening and hardening of the affected skin. The condition may-be associatedwith, but is to be distinguished from, a tendency to ordinary chilblains. It may be associated with, but is also definitely to be distinguished from " acrocyanosis " or so-called " bad circulation in the extremities " of young persons, which occurs in males as well as females. If the above-mentioned modern name be adopted, the epithet frigida should not be omitted, for it distinguishes the condition from (tuberculous) erythema induratum (" Bazin's disease ")-with which severe cases have doubtless often been confused-and from erythromelalgia. It is to some extent analogous to chlorosis (which has now become rare), in so far as it almost only affects youthful females and only those who have an abnormal predisposition to it and in whom the exciting cause (whatever it may be) is at work. The exciting cause'in the erythrocyanosis cases is the local action of cold, and the predisposition consists in the idiosyncrasy to respond to local exposure to moderate cold in the manner in question and not necessarily by the development of ordinary chilblains.
It is also possible that some, though not all, cases of so-called Raynaud's disease and symmetrical gangrene of extremities (especially the tips of the fingers and toes) may be explained in a similar manner, as representing an idiosyncratic effect of cold in certain individuals-the cold setting free a chemical substance in the affected parts, which leads to local angiospasm and further in some instances to local thrombotic vascular occlusion, with more or less gangrene as a result. Theoretically it is possible for the unfortunate subject of such an idiosyncrasy to live in the tropics without ever suffering from the effect of his idiosyncrasy, until he leaves for a colder country, when he may suddenly present signs of spontaneous symmetrical dry gangrene in the fingers and toes from a first attack of so-called, Raynaud's disease. Possibly C. C. Choyce's remarkable case 1 of " Symmetrical Gangrene of Both Legs, Fingers of Both Hands, and Nose" was an example in question, but the occurrence of " Raynaud's disease " is not altogether unknown in hot countries. My remarks in this paper should be considered merely as a collection of marginal jottings to various writings on the subject.
Mr. FRANK COKE said that amongst the large number of asthmatic patients seen by him, some were extraordinarily sensitive to otherwise harmless proteins.
Several showed an idiosyncrasy to brazil nuts in an extreme degree. One such patient sat down to dinner believing that there were no brazil nuts in the house. At the end of the meal he became seriously ill, with diarrhcea and vomiting, and an exhaustive inquiry revealed the fact that there was some brazil nut in a mince pie which he had taken.
Another patient became comatose after eating an apple; smaller quantities would paralyse her accommodation for some hours, and merely walking through an orchard was sufficient to bring out an urticarial rash.
He had another patient, managing director of a large business, who was becoming so strange and irritable in his ways that some mental disturbance was feared. On being tested to a long series of proteins he gave a large reaction to potato, and after giving up this vegetable entirely he quickly returned to normality. He (Mr. Coke) believed that these idiosyncrasies were due not to anything lacking in the body or to a want of protection, but to an additional specific " adzyme," as he had called it, in the blood. It was impossible to imagine that individuals were sent into the world with their outfit complete, except that they had no protection against such out-of-the-way proteins as Section of Medicine 59 caviare, brazil nuts or apples. What happened was that the body had a surfeit of some particular protein and dealt with it, but in the process the adzyme became specific for that protein. After an incubation period, if more of the same protein was taken, an immediate aggregation or flocculation of the colloidal particles of the blood took place, causing asthma and its many fellow complaints.
The glut of a protein and then no more for a time, allowing for an incubation period, explained the common sensitizations to crabs, lobsters and rarer foods, and, of course, pre-eminently, the common hay fever due to pollens.
New Zealand Views on Goitre. ABSTRACT.-Simple goitre is highly prevalent in New Zealand, and there is considerable incidence of toxic goitre. The Eetiology of simple goitre seems fairly well established, and an attempt is being made to apply the data from simple goitre to the problems of toxic goitre.
Endemic goitre is of great antiquity among the Maoris, and has been described among Europeans for about fifty years. It occurs in both men and animals. At. five years its incidence is similar in boys and girls, later it decreases in boys but increases greatly in girls. It is often hereditary, and many children are born goitrous. In children it is generally small, but may enlarge and cause pressure, myxcedema and toxicity. Its incidence varies greatly in different districts.
The only cause found consistent with this variation in distribution is lack of iodine in the soil. An inverse ratio has been demonstrated between the iodine content of the soil and the incidence of goitre in school children in thirty-three districts. The iodine content of the soil is reflected in the food raised upon it.
The daily iodine intake was estimated at 35 microgrammes in a non-goitrous, and at 20 microgrammes in a goitrous district.
The amount of iodine involved is infinitesimal, and its intake can be ensured by the use of salt for ordinary consumption, which contains four parts per million of potassium iodide.
Toxic goitre is also frequent: in this connexion, the influence of iodine on the thyroid has been investigated. If starved of iodine the thyroid adapts itself either by increasing its colloid or by a diffuse hyperplasia, both may occur in different parts of the same gland. Simple goitre is the response of the healthy thyroid to iodine deficiency, the responding areas may be diffuse or adenomatous, and degenerations may occur. Such goitres may be treated with iodine, in children re-adjustment to the increasef intake is readily made, but in adults long accustomed to a low intake, excess often ca6uses too great hormone production, with toxic symptoms, hence the minimal dose alone is permissible in iodized salt.
Goitre stored with iodine at low pressures may become toxic under stress, and this may be precipitated by iodine. The prevalence of toxic goitre may be partly due to the prescription of iodides in therapeutic doses for common ailments.
Diffuse colloid goitre may subside under physiological iodine, the adenomatous is more prone to toxic symptoms and may go on to secondary Graves' disease or to myxcedema. Diffuse hyperplasia is a possible manifestation of iodine deficiency as primary Graves' disease.
Lugol's solution probably allows of a temporary storage in this condition. Iodine has certainly some bearing on the problems of toxic goitre. GOITRE is highly prevalent in New Zealand. As in all countries where that condition is endemic, it presents two series of problems, those of simple or nontoxic goitre, and those of toxic goitre. The two are discussed separately here. It is believed that the essential ctiology and pathology of simple goitre, as regards New Zealand, are fairly well understood, and that the condition can and will be prevented when the medical profession and the public are sufficiently alive to the facts. Toxic goitre, on the other hand, is one of the most difficult subjects in medicine; although of common occurrence in New Zealand, it is only recently that any coordinated study of it has been attempted there; at present an effort is
